Over 400 million people have diabetes worldwide, with the number projected to increase close to 650 million in the next two decades [1] . In the United Kingdom alone, there are over 4 million people with diabetes [2] . As the most common microvascular complication of diabetes, diabetic retinopathy (DR) is therefore expected to remain as a global threat to vision and economy [3, 4] . Diabetic macular oedema (DMO) is now the most prevalent vision-threatening form of DR, particularly among adults with type 2 diabetes [4] . The global prevalence of DMO has been estimated to be 6.8%. Thus, about 27 million adults are affected by DMO worldwide. Fortunately, since 2010, the advent of ocular anti-vascular-endothelial-growth-factor (VEGF) therapy has greatly improved visual prognosis for patients with vision loss due to centre-involved DMO [5] . It has become the standard-of-care treatment for these patients in many developed countries [4, [6] [7] [8] [9] .
Besides DMO, ocular anti-VEGF therapy has similarly shown clear benefits for other retinal angiogenic diseases, such as proliferative DR, neovascular age-related macular degeneration, and macular oedema secondary to retinal vein occlusion [10, 11] . Its widespread use over the last two decades has undoubtedly saved sight for millions of patients worldwide. However, increasing evidence for the expanding indications of anti-VEGF therapy have also created tremendous stress to the healthcare system. Many countries are struggling to cope with the continually rising number of patients requiring this, often regular and long-term, treatment. Furthermore, this treatment burden could be compounded by clinicians who might be tempted to use the current body of evidence to assume its efficacy beyond proven clinical indications [12] . One such questionable indication was centre-involved DMO with good vision. This is an increasing issue, especially in areas with good DR screening, access to anti-VEGF therapy and increased use of optical coherence tomography in referral pathways [13] . Recently published data from the DRCR network aimed to address this important issue [14] .
In the DRCR Protocol V study, three different management strategies for centre-involved DMO with good vision (visual acuity 20/25 or better) were compared in a large, adequately powered randomised clinical trial [14] . After 2 years of follow-up, there was no observable difference in visual outcome among the 702 patients who were initially managed with either aflibercept, laser or observation, with a ≥5-letter decrease in 16%, 17% and 19% respectively. Aflibercept was used when vision worsened in the laser (25%) and observation (34%) cohorts. Compared to eyes in the observation group, eyes in the laser group had a smaller chance (10% less absolute likelihood or 34% less relative likelihood) of requiring aflibercept injections. The mean visual acuity at 2 years was 20/20 in all three cohorts, and the proportions of eyes with this level of vision was 77% in the aflibercept group, 71% in the laser group, and 66% in the observation group. Collectively, these data suggest that it is generally safe to initially observe centre-involved DMO with good vision, and consider treatment only when visual impairment occurs.
Although the results of the Protocol V may be unsurprising, the study does illustrate the importance of identifying whom not to treat in the era of increasing use of anti-VEGF therapy for proven and unproven indications. These data allow clinicians to feel safe to adopt a more conservative approach in the management of patients with centre-involved DMO whose vision is not yet affected ( Fig. 1 [15] . From a global standpoint, we could estimate that about 11 million adults with DMO and good vision (40% of 27 million) would need nothing more than observation, according to the DRCR Protocol V. In addition, about two-thirds of these patients may never require anti-VEGF therapy. These Although macular oedema appears to be worsening in the right eye but improving in the left eye, VA remained stable in both eyes.
results are much needed and welcome relief to the strain and burden on the already overstretched health economies around the world.
In view of these new data, what should clinicians do for their patients with DMO? There are basically three scenarios (Fig. 2) . First, for patients with vision loss due to centre-involved DMO, ocular anti-VEGF therapy should continue to be used. Second, for patients with centreinvolved DMO and good vision, they can be observed initially, and anti-VEGF therapy can be offered when visual impairment occurs. For the patients who are keen to reduce their risk of needing anti-VEGF therapy, macular laser photocoagulation can be considered. Third, for patients with clinically significant macular oedema not affecting the central macula, macular laser can be considered to reduce their risk of vision loss. Nonetheless, it should be noted that the progression rate for non-central to centre-involved DMO is generally low (14%) within 1 year [16] , and therefore, it remains debatable whether prompt macular laser is in fact required for all these patients. Ultimately, although data from clinical trials are helpful, clinical management of DMO should be based on discussion with each individual patient, accounting for other factors such as systemic control, peripheral DR severity (e.g., any proliferative disease), visual symptoms and need, as well as fellow eye status.
Despite the clear importance of the data, there remain several unclear aspects regarding the implications of the Protocol V. First, there is currently a lack of good quality epidemiological data on centre-involved DMO, a diagnosis that requires optical coherence tomography imaging of the macula. Most of the previous population-based studies defined DMO based on fundus photographs. In order to better quantify the global impact of the Protocol V data, precise estimates of the prevalence and incidence of centre-involved DMO based on optical coherence tomography are desirable. Second, the amount of centre-involved DMO in the study was relatively low with the mean thickness being 306, 314 and 314 microns in the three arms at baseline. Only 8% had a macular thickness of 400 microns or more, which is the NICE guidance cut-off for allowing anti-VEGF treatment in England, based on a cost per quality of life year sub group analysis of pivotal studies [17] . Therefore, whether it is safe to watch patients with more severe DMO (i.e., >400 microns) but good vision is uncertain. Third, the Protocol V reported a small but significant effect of prompt laser therapy, as compared with initial observation, on reducing the likelihood of needing subsequent anti-VEGF therapy. Cost-effectiveness analysis might be useful to further elucidate the relevance of this finding. Fourth, the Protocol V did not examine the potential influence of the three management strategies on quality of life. Nevertheless, it might be reasonable to assume that the absence of challenge and stress of the frequent visits and injections associated with anti-VEGF therapy would have a positive impact on the patient's quality of life. This is particularly relevant in diabetic patients, who likely have other systemic comorbidities that may already contribute to their personal burden of hospital visits and healthcare cost. Fifth, another unaddressed question is whether leaving DMO beyond 2 years is safe or whether it would affect the response to treatment later. It is known from the VIVID and VISTA studies, for example, that patients in the laser arm, when given aflibercept, did not gain the same vision as those treated at the beginning of the trial [18] . Lastly, current international clinical guidelines suggest that patients with centre-involved DMO should be referred or reviewed in one month [7] , although in England screening guidelines are longer at 13 weeks [19] . As shown in the protocol V, two-thirds of these patients with good vision may remain stable under observation, without needing to initiate anti-VEGF therapy within 2 years. Thus, these patients likely do not require such prompt referral or intensive follow-up (e.g., Fig. 1 ). Additional studies are required to determine how we can reliably identify these "low-risk" patients, and their optimal follow-up interval.
In summary, the DRCR Protocol V study provides clinicians with greater confidence in conservatively managing their patients with centre-involved DMO and good vision, a relatively common clinical scenario. Patients with this condition can now be reassured that the initial observation without any active treatment is a reasonable choice, and their good vision can be maintained as long as they return for regular follow-up visits. Besides DMO, anti-VEGF therapy is also used for other ophthalmic indications. The Protocol V data may serve as a sober reminder that it is important for clinicians to be mindful of using this treatment judiciously for the right reason and the right patient. ; VEGF vascular endothelial growth factor; *Non-centred involved DMO is defined as thickened non-central macular subfields on optical coherence tomography map with either (1) at least 2 subfields with thickness above threshold or (2) at least 1 subfield with thickness of at least 15 microns above threshold [16] . CRT central retinal thickness.
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